
Diets’ Clout with Gout
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Diets low in red meat and fish and high in vegetables
and low-fat dairy products are associated with a decrease in the

incidence of gout.

Source: Choi HK, et al. N Engl J Med. 2004;350:1093-1103.

Gout is the most common form of inflammatory arthritis
in men affecting approximately 3.4 million men in the United

States. Patients are typically advised to avoid habitual intake of
purine rich foods such as meats seafood, purine-rich vegetables,
and animal protein (as a proxy for purines). But, as Choi and asso-
ciates note, the associations have not been confirmed by prospec-
tive studies. In this study, Choi et al prospectively investigated the
association of these dietary factors with new cases of gout.

Over a 12-year period they examined the relationship between
reported dietary risk factors and new cases of gout among 47,150
men, in the Health Professionals Follow-up Study, who had no his-
tory of gout at baseline. Diet was assessed every 4 years by means
of a validated food-frequency questionnaire.

During the 12-year study, they documented 730 new cases of gout.
The multivariate risk of gout among men in the highest quintile of
meat intake, as compared to the lowest quintile, was 1.41 (P = .02).
The relative risk associated with seafood intake was 1.51 (P = .02) In
contrast, the incidence of gout decreased with increasing intake of
dairy products. The risk among men in the highest quintile, as com-
pared with those in the lowest quintile, was 0.56 (P < .001).The level
of purine-rich vegetables and the total protein intake were not associ-
ated with an increased risk in gout. 

Interestingly the risk of gout did not vary according to body weight
(except in those men with a high fish consumption) or alcohol.

■■ COMMENT BY RALPH R. HALL, MD, FACP
Johnson and Rideout, in their interesting editorial, point out that a

diet low in meat and high in dairy products was proposed by John
Locke (1632-1704), who encouraged milk drinking and “eating very
little flesh but abundance of herbs.”1
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Johnson and Rideout also note that the Polynesians,
in the Cook Islands, have relatively high serum uric acid
levels despite a traditional diet low in red meats, a find-
ing which suggests that genetic and other influences are
also modulators of serum uric acid levels

Another potentially important aspect of this study is
a study by Johnson (one of the editorialists), which
suggests that uric acid levels are important in the
pathogenesis of hypertension.2 Supporting these con-
clusions is the effectiveness of the Dietary Approaches
to Stop Hypertension diet in lowering blood pressure.
(The DASH diet emphasizes fruits, vegetables and low
fat dairy products and includes grains, poultry, nuts
and small amounts of red meat, sweets and sugar con-
taining beverages. It also contains fish).3

It becomes obvious that a Mediterranean diet, eg, the
DASH diet, can not only be useful in preventing gout,
but hypertension, hyperlipidemia and perhaps even cer-
tain cancers as well. An opportunity for a vast reduction
in morbidity and mortality from cardiovascular disease
and cancer is emerging! 

The benefits of following a healthy diet are stag-
gering!   ■
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When Should I Order a BNP?
A B S T R A C T S  &  C O M M E N T A R Y

Synopsis: B-type natriuretic peptide (BNP) is a bio-
marker released by cardiac ventricular myocytes. Its
usefulness is mainly in the emergency room for the eval-
uation of acute dyspnea, to evaluate for cardiac failure.
BNP may have usefulness as a screening test for preclin-
ical heart disease, for risk stratification and for guid-
ance with therapy.

Sources: Mueller C, et al. N Engl J Med. 2004;350:647-654;
Wang TJ, et al. N Engl J Med. 2004;350:655-663; Mark, DB.
N Engl J Med. 2004;350:718-720.

Serum biomarkers provide a modern method
of evaluating disease, and are especially used in

cardiac disease. Cardiac troponins are useful in
evaluating for acute coronary heart disease. The
study by Mueller and colleagues, in Basel, Switzer-
land, shows how BNP both aids in diagnosis of
acute dyspnea and saves money by screening out
patients without heart failure. A BNP level of less than
100 pg per milliliter made the diagnosis of heart failure
unlikely, while a level over 500 pg made it very likely.
For levels in between, clinical judgment using other cri-
teria was required; 452 patients with acute dyspnea were
randomized to receive a BNP level or not. Of the 225
patients getting a BNP, there were 10% fewer hospital-
izations, and 9% fewer admissions to intensive care.
BNP is a useful diagnostic test for acute congestive heart
failure in emergency settings.

In the study by Wang and associates, 3346 adults
without heart failure had a BNP level measured and
were followed for about 5 years. This cohort came
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from the Framingham Offspring Study. Risk of
death, heart failure, atrial fibrillation and stroke were
increased with increasing BNP levels at screening
(98% were below 80 pg per milliliter). It appears that
BNP is a maker for risk of cardiac disease similar to
levels of blood pressure. 

■■ COMMENT BY JOSEPH E. SCHERGER, MD, MPH
I have had patients asking for BNP levels even

before these studies were published based on press
reports touting something like, “this new cardiac test
may be the only test you need!” I wondered, what is
this new test and is it really going to help me take bet-
ter care of my patients? These studies help put serum
BNP into perspective. Yes, the test is useful for
patients with acute dyspnea. Is the dyspnea of pul-
monary or cardiac origin? Having a definitive bio-
marker for heart failure is useful. For the patient in
the office, getting a BNP level may just confirm what
we already know. Risk of cardiac disease has many
indications which are visible and measurable. More
research needs to be done to help us understand the
value of levels of BNP less than 100 pg per milliliter.
For higher levels, the test may tell us we need to
intensify our therapy for congestive heart failure.
More research needs to be done to determine if we
can use changing levels of BNP as a measure of the
success of our therapy.   ■

This Rule Doesn’t Rule
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: A clinical prediction rule helps identify
patients with knee pain who might benefit from 
orthopedic surgery.

Source: Solomon DH, et al. Arch Intern Med. 2004;164:
509-513.

Solomon and colleagues set out to devise a
clinical prediction rule to identify patients with

knee pain who would benefit from orthopedic
surgery other than arthroplasty. A research assistant
examined patients presenting for the first time to an
academic orthopedic surgery department. The
patients had been referred by primary care physi-
cians or rheumatologists or were self-referred. The
examinations consisted of a structured history and
physical and an adaptation of the Western Ontario

and McMaster Universities Osteoarthritis (WOMAC)
Index that rated pain and disability on 1-to-5 scales.
A second evaluation by an orthopedic surgeon estab-
lished the likelihood that the patient would benefit
from knee surgery (excluding knee replacement).
The likelihood was recorded on a 100-mm visual
analog scale with 0 representing “definitely not like-
ly to benefit,” 50 representing “unsure,” and 100 rep-
resenting “definitely likely to benefit.” After 6
months Solomon et al contacted the patients and
completed a follow-up questionnaire that addressed
knee pain and what therapy had been prescribed.
Twenty percent (20%) of patients were lost to fol-
low-up; their office and hospital records were
reviewed to identify what, if any, knee surgery they
may have had.

Of 174 eligible patients, 103 were recruited.
They were an average age of 48 years, 56% female,
and had knee pain for an average of 7 months
(range 3-24 months). Forty-nine percent (49%) had
preceding knee trauma. Locking or catching, buck-
ling or giving away, and knee popping sounds were
the most common history. Knee effusion, limited
flexion (< 120º of passive flexion), limited exten-
sion (unable to fully straighten leg), joint line ten-
derness, positive McMurray test, and anterior cruci-
ate ligament (ACL) laxity were the most common
physical findings. The most common diagnoses
were degenerative arthritis, meniscal lesion (medial
or lateral), patellofemoral syndrome, and ACL
lesion, comprising 88% of all diagnoses. The
patients’ average WOMAC scores for pain and dis-
ability were both 2.4.

Several cut points of the orthopedists’ scores were
tested for sensitivity and specificity. A score of 75 gave
the best combination (71% sensitivity, 77% specificity).
In unadjusted analysis, a history of sports-related trau-
ma, disability score < 2.4, positive knee effusion, limited
knee flexion or extension, positive McMurray test, joint
line tenderness, and ACL laxity were all statistically sig-
nificant. Knee effusion dropped out in multivariate
analysis. 

The adjusted odds ratios of the 6 remaining vari-
ables were calculated. ACL laxity had the highest
odds ratio (52.7), and its presence almost always
identified a patient who would benefit from surgery.
The other 5 variables were assigned whole number
points that represent rounding of their odds ratios.
Sports-related trauma, limited flexion or extension,
joint line tenderness, and positive McMurray test all
received 2 points; disability score < 2.4 received 4.
All patients were then scored and placed into 3
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groups, low- (= 3), medium- (4-8), and high-risk (=
9) for benefiting from surgery. Of those patients who
eventually underwent surgery, 13% were in the low-
risk group, 13% in the medium-risk group, and 53%
in the high-risk group. 

■■ COMMENT BY ALLAN J. WILKE, MD
I like clinical prediction rules; they can be very

useful in guiding clinical decision-making. The
Ottawa Knee Rule comes immediately to mind.1 This
rule does not join that esteemed company—yet. First
this rule must be tested prospectively in a primary
care setting. The site of the study was an academic
orthopedic department. The patients who find their
way there are not representative of patients you and I
see. My second concern is in the design of the rule.
One of its variables, disability score < 2.4, is itself
based on WOMAC, a scale that is not readily avail-
able in most primary care offices. My other concerns
lie in the design of the study. The research assistant
who performed the physical examinations had 5 days
of training in knee anatomy and examination.
Between medical school, residency, and practice,
most primary care physicians spend much more time
learning to do a good knee exam. The rule tries to
predict which patients orthopedic surgeons predict
will need their services. 

While I expect that these surgeons made their deci-
sions based on their clinical acumen and not their
pocketbooks, why not eliminate the middleman and
use surgery, and not the estimation of surgery, as the
outcome of interest? My final concern is in the rule’s
utility. Presumably, I would use it to determine who
needs an orthopedic referral. If a patient scores in the
high-risk group, the odds of that patient receiving
surgery are about 50-50. This isn’t so bad, and
arguably reasonable, provided that the orthopedic sur-
geon’s consultation fee isn’t exorbitant. On the other
hand, if a patient scored in the low-risk group, I
wouldn’t be sending him/her to ortho, and I would be
wrong a sixth of the time. I have no idea what to do
with those folks in the middle-risk group. The prob-
lem lies in the rule’s relatively poor sensitivity and
specificity. Really useful tools have sensitivity and
specificity > 90%. In a recent systematic review the
Ottawa Knee Rules had 98.5% sensitivity and 48.6%
specificity.2 ■
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A Prospective Study of
Aspirin Use and the Risk for
Colorectal Adenoma
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Although regular aspirin use reduces the
risk for colorectal adenoma formation as shown in pre-
vious randomized-controlled trials, the protective effect
now seems to be greatest at substantially higher doses
(> 14 standard tablets/week) than currently recom-
mended for cardiovascular prophylaxis.

Source: Andrew T, et al. Ann Intern Med. 2004;140:157-166.

In the context of the nurses’ health study of
27,007 women, 1368 cases of colorectal adenoma

were diagnosed between 1980 and 1998. Risks for ade-
noma were lower for all users taking 2 standard aspirin
tablets per week, but protection against adenomas was
quite clearly dose—but not duration—related. The
maximum effect on development of distal colonic neo-
plasia was associated with more than 14 standard
aspirin tablets daily. These aspirin effects on colon
neoplasia were not modified by age, postmenopausal
hormone use, or family history of colorectal cancer.
Concomitant NSAID use didn’t affect these results one
way or the other. Other studies cited by Andrew and
colleagues also support a dose-effect for aspirin in the
prevention of colorectal neoplasia. However, up to 1%
of chronic aspirin users of higher than cardiovascular
prophylactic doses will have GI bleeding, and intrac-
erebral bleeding may also occur in a dose-related pat-
tern with aspirin administration. The divergence of the
aspirin dose for safe cardiovascular prophylaxis and
the dose that may be required for colorectal adenoma
prevention may preclude the consideration of aspirin
for the latter indication.

■■ COMMENT BY MALCOLM ROBINSON, MD, 
FACP, FACG
The study has some defects. First, we really don’t

know the exact doses of aspirin used by study partici-
pants since aspirin was self-administered and only later
self-reported by the nurses studied. Only distal colon
adenomas were considered since many patients did not
have complete colonoscopic surveillance. Still, this is a
very carefully done study in a large population. An edi-
torial accompanying this article by the epidemiologist
Robert Sandler points out that the risks associated with
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aspirin almost certainly outweigh its benefits as poten-
tially widely used prophylaxis against colonic neopla-
sia.1 Still, those individuals who are using low-dose
aspirin for cardiovascular prophylaxis can enjoy the
additional satisfaction that this same medicine may also
be providing at least slight protection against the devel-
opment of colorectal adenomas.   ■

Reference
1. Sandler RS. Ann Intern Med. 2004;140:224-225.

Pharmacology Update
Amlodipine/Atorvastatin
Tablets (Caduet)
By William T. Elliott, MD, FACP, and 
James Chan, PharmD, PhD

The fda has approved a combination product
of amlodipine and atrovastatin for the treatment of

patients with comorbid hypertension and hypercholes-
terolemia. Both ingredients are widely used in clinical
practice; the calcium channel blocker amlodipine
(Norvasc) for the treatment of hypertension and the
statin atorvastatin (Lipitor) for the treatment of hyper-
cholesterolemia. The single product is approved for
the simultaneous treatment of both conditions and is
available in multiple strengths. It is marketed by Pfizer
as Caduet.

Indications
Amlodipine/atorvastatin is indicated for the treatment

of hypertension, angina, and hyperlipidemia in patients
for whom treatment with both agents is appropriate.1

Dosage
The dose should be determined based on titration of

individual components. The combination product is
available as 5 mg or 10 mg of amlodipine with 10 mg,
20 mg, 40 mg or 80 mg of atorvastatin. 

Potential Advantages
The combination provides a convenient product for

the administration of amlodipine and atorvastatin.

Potential Disadvantages
The combination limits flexibility in selection of

agents and dosage adjustment.

Comments
The approval of Caduet was based on a double-blind

placebo-controlled study of 1660 patients with hyper-
tension and dyslipidemia. Subjects were randomized to
the 8 dose combinations of amlodipine/atorvastatin,
amlodipine alone, atorvastatin alone, or placebo.1 The
effects on blood pressure or cholesterol reduction did
not differ among the groups on the combination or each
agent alone. In a large study (n = 19,342) hypertensive
subjects with average or lower-than-average total cho-
lesterol levels (250 mg/dL or less), but with 3 or more
risk factors, were randomized to receive atorvastatin or
placebo in addition to their antihypertensive regimen.2

Patients were randomized to amlodipine with or without
perindopril or atenolol with or without bendroflumethi-
azide.3 Treatment was stopped after a median follow-up
of 3.3 years due to significant reduction in fatal and non-
fatal strokes, total cardiovascular events and total coro-
nary events. Overall mortality, however, was not signifi-
cantly different. In a small study (n = 21) the combina-
tion of amilodipine and atorvastatin appear to have an
additive effect on the reduction of arterial elasticity in
patients with hypertension and hypercholesterolemia.4

The wholesale costs of Caduet ranged from $3 to $4
depending on the strength and are expected to be less
then the costs of the drugs prescribed separately. 

Clinical Implications
Recent studies have suggested that aggressive lower-

ing of cholesterol appears to lead to better outcomes.
Aggressive lowering of cholesterol reduced death and
major cardiovascular events following acute coronary
syndrome.5 Similarly, aggressive treatment appears to
reduce the progression of coronary atherosclerosis.6

Finally, the addition of a statin to an antihypertensive
regimen also appears to reduce cardiovascular events in
patients with 3 or more cardiovascular risk factors.
While Caduet offer convenience for patients with both
risks factors, the combination is less useful for initial
therapy because calcium channel blockers are not con-
sidered first line therapy for hypertension.   ■
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CME Questions
15. B-type Natriuretic Peptide (BNP) is a new biomarker for 

congestive heart failure. Below what level is acute heart 
failure unlikely?
a. 50 pg per milliliter
b. 100 pg per milliliter
c. 200 pg per milliliter
d. 500 pg per milliliter

16. As a biomarker for heart failure, BNP has the potential for
which clinical purposes?
a. Screening for preclinical disease
b. Diagnosis of clinical disease in patients with symptoms of

uncertain cause
c. Risk stratification
d. Guidance in selection or titration of therapy
e. All of the above

17. BNP is a useful test for heart failure, but will likely drive up
health care costs in the emergency room.
a. True
b. False

18. Predictors of patients who might benefit from orthopedic
surgery for knee pain include:
a. limitation in extension.
b. limitation in flexion.
c. sports-related trauma.
d. anterior cruciate ligament lesion.
e. All of the above

19. Which of the following questions is true?
a. Genetic factors are not a factor in the incidence of gout.
b. Purine-rich vegetables should be restricted in patients with gout. 
c. The DASH diet, without the fish, when used for gout, may be

an effective diet for patients with gout as well as hypertension.

20. Which statement best describes colorectal adenoma prophylax-
is by aspirin use?
a. Even tiny doses of aspirin appear to protect against colonic 

neoplasia.
b. Duration of aspirin use determines the level of protection

against colorectal adenomas.
c. NSAIDs are synergistic with aspirin for prevention of new

colon neoplasms.
d. Prevention of colorectal neoplasia by aspirin use seems to be

dose related, best at > 14 standard tablets of aspirin per week.
e. Aspirin provides no protection against colorectal neoplasia 

and has substantial associated risks of GI and intracerebral 
hemorrhage.  

Answers:15 (b); 16 (e); 17 (b); 18 (e);
19 (c); 20 (d)
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Exemestane after
Tamoxifen Therapy
in Breast Cancer

Tamoxifen (tam) is well estab-
lished to reduce, over 5 years, both

risk of breast cancer (BCA) recurrence
(47%) and mortality (26%) among
women who have undergone surgery for
BCA and who have estrogen-receptor
positive tumors. Exemestane (EXE) is
classified as an irreversible steroidal inac-
tivator, and works by blocking the
enzyme (aromatase) which is responsible
for converting androgens to estrogens,
ultimately inhibiting aromatization by
about 98%. Although TAM is of remark-
able positive benefit, it is not without
risks, including increased likelihood of
endometrial cancer attributed to endome-
trial stimulation. EXE is not known to
induce endometrial proliferation, or
increase proclivity for endometrial cancer.

The Intergroup Exemestane
Study (IES) investigated whether
substituting EXE for TAM after 2-3
years would provide better out-
comes than simply treating with
TAM continuously for 5 years.
Study subjects were post-
menopausal women (n = 4742) who
remained free of recurrence during
sustained TAM treatment. EXE (25
mg p.o. q.d.) was substituted for
TAM in one half of the subjects. 

After a median followup of 30.6
months, the risk of recurrence, con-
tralateral BCA, or death was reduced
by 32% in the EXE group compared
with TAM. The adverse effects seen
more frequently with EXE than TAM
included diarrhea and arthralgia, but
thromboembolisms was almost twice
as common in the TAM group.
Coombes and colleagues suggest that
switching women from TAM to EXE
at the 2-3 year point in treatment may
provide more favorable outcomes.   ■

Coombes RC, et al. N Engl J Med.
2004;350(11):1081-1092.

An Analysis of How
Long Patients
Remain on Various
BP Therapies

The term ‘drug efficacy’ is tech-
nically intended to reflect impact of

an agent on a designated end point in a
study population participating in a clini-
cal trial. ‘Drug effectiveness,’ on the
other hand, refers to the ‘real life’
effects drug treatment produces as seen
separately from a clinical trial; ie, what
impact might be seen when ‘typical
patients’ use a medication in, for
instance, the community setting.

As many as half of patients who
begin antihypertensive drug therapy
(HTN-Rx) discontinue treatment within
a few months of initiation. Study sub-
jects from the area in and around Raven-
na, Italy comprised this hypertensive
patient population (n = 14,062). All
were first time recipients of a new HTN-
Rx. ‘Persistent patients’ were defined as
either maintaining, combining with, or
switching from their initial HTN-Rx to
another HTN-Rx, for a duration of > 273
days from the day of enrollment.

Discouragingly, 48% of patients dis-
continued treatment after a single pre-
scription! Medication choices were sim-
ilar to those commonly used in the Unit-
ed States (ACE/ARB/HCTZ/CCB/Beta
Blocker). Angiotensin Receptor Block-
ers demonstrated the highest continua-
tion rate, followed by ACE inhibitors,
CCBs, and Diuretics.

Cost of treatment decreased as age
increased, and increased for persons
who switched or combined agents.
Angiotensin receptor blockers were the
most expensive single agents. Overall,
specific individual drug cost and pattern
of drug persistence correlated best with
total cost for hypertension treatment.

These data suggest that although drug
cost is important, aspects of the drug
treatment which affect persistence pat-
terns ultimately have a substantial effect
on overall cost.   ■

Esposti LD, et al. J Clin Hypertens.
2004;6:76-84.

Endothelial Dysfunc-
tion with Insulin
Resistance and CWT
in Hypertension

Endothelial dysfunction (end)
is a fundamental defect in essential

hypertension (HTN) and is closely asso-
ciated with carotid wall thickening
(CWT), a consistent marker for early
atherosclerotic change. Insulin resis-
tance (IR) is also associated with both
HTN and CWT, suggesting a potential
relationship between IR and END. 

HTN subjects (n = 41) were studied
if they met inclusion criteria including
HTN, no diabetes, no suggestion of sec-
ondary HTN, no major cardiovascular,
renal, hepatic, or other endocrine dis-
ease, no smoking, and no medications
which modulate carbohydrate or lipid
metabolism (eg, statin, steroids) for at
least 12 months. All subjects underwent
measurement of endothelial function,
carotid interomedial thickness by ultra-
sound, and insulin sensitivity as defined
by insulin/glucose infusion.

END was found to be associated
both with IR and CWT. The changes in
CWT and END were strongly associat-
ed, suggesting a close correlation
between functional (END) and structur-
al (CWT) atherosclerotic changes. The
confirmed association between END,
CWT, and IR may prompt considera-
tion of investigation to seek causality
between, eg, IR and CWT   ■

Suzuki M, et al. Am J Hypertens.
2004;17:228-232.

Clinical Briefs
By Louis Kuritzky, MD
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In Future Issues: High-Dose Atorvastatin and Acute Coronary Syndrome

The 12-lead ECG shown in the Figure was
obtained in the emergency department (ED) from a
61-year-old woman with a history of significant
hypertension. She was alert, oriented, and not in acute
distress at the time this tracing was recorded,
although she was markedly hypertensive and experi-
encing some chest pain. No prior ECG was available.
The patient was treated in the ED with several doses
of Adenosine and eventually converted to sinus
rhythm. Your thoughts on the rhythm and the man-
agement? 

Interpretation: The fact that Adenosine was selected
and repeated as treatment suggests that the ED physician
thought the rhythm was likely to be supraventricular.
Since the patient converted to normal sinus rhythm fol-
lowing this treatment, it would be difficult to argue with
success. That said, assessment of this ECG and the clin-
ical situation should strongly favor ventricular tachycar-
dia (VT) as the diagnosis with a statistical likelihood of
between 80-90%. In similar situations, a different
approach might therefore be preferable. 

The rhythm in the Figure is a regular wide complex
tachycardia (WCT) at a rate of about 150
beats/minute. A small upright deflection is seen in
lead II midway between QRS complexes, however
there is no way to know if this upright deflection rep-
resents a P wave or a T wave (or fusion of the two).
Although this WCT rhythm could represent a
supraventricular tachycardia with either preexisting
bundle branch block or aberrant conduction, one
should keep in mind that the statistical likelihood that
a regular WCT without definite atrial activity will
turn out to be VT exceeds 80%. In view of this
patient's age (older adult), history of severe hyperten-
sion (underlying heart disease likely), presenting
complaint (chest pain), and unusual QRS morphology
for left bundle branch block (rS complexes across the
precordium), the odds that this rhythm represents VT
approach 90-95%. In such cases, specific antiarrhyth-
mic therapy aimed at treating VT (such as IV Amio-
darone) or electrical cardioversion may be preferable
to a multiple dose trial of Adenosine.   ■

ECG Review

By Ken Grauer, MD

Right Answer/Wrong Reason

Figure. 12-lead ECG recorded from a 61-year-old woman with a history of hypertension and chest pain. 



The NIH has halted the estrogen-alone wing
of the Women’s Health Initiative (WHI) a
year before its scheduled end. The 11,000

postmenopausal women who have had a hys-
terectomy and were enrolled in the estrogen-alone
trial recently received a letter informing them of
the preliminary results of the study and asking
them to stop their study medication. After nearly
7 years of follow-up it appears that estrogen alone
does not affect the rates of heart disease or breast
cancer (either positively or negatively), both key
findings of the estrogen/progesterone wing of the
study, which was halted in July 2002. The
researchers did find, however, that estrogen alone
led to a slightly higher incidence of stroke (8 per
10,000), similar to the rate found in the
estrogen/progesterone wing. Estrogen alone was
also found, however, to decrease the risk of hip
fracture. The NIH statement also says that older
women (65 and older) showed a trend toward
increase risk of probable dementia or mild cogni-
tive impairment with estrogen-alone treatment.
All of the women in the study were taking Wyeth
& Co.’s conjugated estrogen product, Premarin.
The full results of the trial will be published in a
major peer-reviewed journal in the next 2 months.
The NIH statement concurs with the guidance
from the FDA, which states that hormone use
should be limited to treatment of moderate-to-
severe menopausal symptoms, vulvovaginal atro-
phy, and prevention of osteoporosis (as a
second-line drug). The NIH statement is available
on its web site at www.nih.gov/news.

Antibiotics Associated With Cancer Risk
Is antibiotics use associated with an increased

risk of breast cancer in women? The question,
which was first raised decades ago, has been the

subject of much debate, but now a new study
suggests that the answer may be yes. Researchers
looked at data from more than 10,000 female
members of the Group Health Cooperative in
Washington state and identified 2266 women
with invasive breast cancer and 7953 randomly
selected controls without breast cancer. The vari-
able evaluated was cumulative days of antibiotic
use over the study period from January 1993 to
June 2001. Increasing cumulative days of antibi-
otic use was associated with increased risk of
breast cancer. The categories were 0 days, 1-50,
51-100, 101-500, 501-1000, and > 1001 days. The
odds ratios (95% CI) for breast cancer were,
respectively, 1.00 (reference), 1.45 (1.24-1.69), 1.53
(1.28-1.83), 1.68 (1.42-2.00), 2.14 (1.60-2.88), and
2.07 (1.48-2.89) (P < .001 for trend). Increased risk
was seen in all antibiotic classes, including
women taking tetracycline or macrolides for
treatment of acne or rosacea. After adjusting for
age, length of enrollment, and use of post-
menopausal hormones, the death rate from breast
cancer also increased with cumulative days of
antibiotic use. The authors conclude that use of
antibiotics was associated with an increased risk
of incidence of breast cancer and death from
breast cancer; however, it cannot be determined
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Estrogen Found to Not Affect Heart Disease, Breast Cancer



from the study whether antibiotic use is causally
related or whether the indication for use of
antibiotics was the primary factor (JAMA. 2004;
291:827-835). The link between antibiotics for
breast cancer is plausible since antibiotics affect
intestinal microflora, thus affecting phytochemi-
cal metabolism in the gut. Phytochemicals are
thought to play an inhibitory role in the carcino-
genesis pathway. Antibiotics also affect immune
and inflammatory responses, which may lead to
mammary carcinogenesis. An accompanying edi-
torial reviews the possible mechanisms of the
antibiotic/breast cancer connection and suggests
that this study provides more questions and
answers but that further research is needed. In
the mean time, antibiotic use in women should be
scrutinized, especially when other treatment
options are available (JAMA. 2004;291:880-881).

Topiramate Effective Against Migraine
Topiramate is an effective agent for migraine

prevention, according to a new double-blind
study of 483 migraine patients. The drug, which
is approved for prevention of seizures, was used
in maximal doses of 50, 100, or 200 mg for 18
weeks in patients aged 12-65, who had at least a
6-month history of migraine and averaged 3-12
migraines per month. Mean monthly migraine
frequency decreased significantly in the 100-mg
(P = .008) and 200-mg (P ≤ .001) doses, and the
benefit was seen within the first month of ther-
apy. Migraine days and use of rescue medication
were also significantly reduced in the 100-mg and
200-mg groups. Adverse events included pares-
thesia, fatigue, and nausea (JAMA. 2004;291:965-
973). Johnson & Johnson has already received
conditional approval from the FDA for topira-
mate for the indication of migraine prevention
pending additional safety information.

Statin Therapy For Heart Failure
Statin therapy has been found to be beneficial

for a number of chronic illnesses; now add 2
more to the list. Statins have been found to bene-
fit patients with advanced ischemic and non-
ischemic heart failure. Researchers from UCLA
reviewed the records of 551 patients with systolic
heart failure with ejection fractions of 40% or less.
After risk adjustment, statin use was associated
with improved survival without the necessity of
urgent transplantation in both non-ischemic and
ischemic heart failure patients (91% vs 72% [P <
.001] and 81% vs 63% [P < .001], at 1-year follow-
up, respectively) (J Am Coll Cardiol. 2004;43:642-

648). A new, large, randomized trial shows statins
may also reduce the risk of stroke. As part of the
Heart Protection Study in the United Kingdom,
3280 adults with cerebrovascular disease and an
additional 17,256 patients with other occlusive
arterial disease or diabetes were randomized to
simvastatin 40 mg per day or placebo. Over the 5-
year treatment period, there was a significant
25% proportional reduction in the rate of first
stroke (4.3% simvastatin vs 5.7% placebo; P <
.0001). The entire benefit was found in reduction
in ischemic stroke. There was no difference found
in the rate of hemorrhagic stroke, either increase
or decrease. Simvastatin also reduced the number
of TIAs (P = .02) and requirement for carotid
endarterectomy or angioplasty (P = .0003).
Among patients with pre-existing cerebrovascu-
lar disease, there is no apparent reduction in the
stroke rate, but there was a highly significant 20%
reduction in the rate of any vascular event (P =
.001). Interestingly, benefit was seen in all levels
of LDL, even in patients with LDL levels less than
116 mg/dL. The authors conclude that statin
therapy reduces the risk of ischemic stroke by
one-quarter to one-third in these at-risk patients
(Lancet. 2004;363:757-767).

FDA Actions
The consumer watchdog group Public Citizen is

calling for the FDA to ban AstraZeneca’s new
statin, rosuvastatin (Crestor), because of the risk of
myositis and rhabdomyolysis. The drug, which
was introduced to the American market in
September, has been associated with 7 cases of
rhabdomyolysis, 9 cases of renal failure, and 1
death. Myositis is a class affect of statins, especially
the high-potency statins like Crestor. AstraZeneca
states that the drug has been used in more than 1
million patients and that its benefits outweigh the
risks. The FDA banned Bayer’s cerivastatin
(Baycol) in 2001 because of more than 100 deaths
associated with the drug due to rhabdomyolysis. 

Drug Approved to Target Angiogenesis
The FDA has approved the first monoclonal

antibody that targets tumor angiogenesis.
Genentech’s bevacizumab (Avastin) is approved
for the treatment of metastatic colorectal cancer.
The drug works by binding vascular endothelia
growth factor, thus inhibiting the formation of
new blood vessels in tumors. In clinical trials the
drug was found to extend survival time in
patients with metastatic colorectal cancer by sev-
eral months.   ■
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